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(54) PREPARATION DISINTEGRATING IN ORAL CAVITY 

(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a preparation for the treatment of dysuria and relating 
diseases easily disintegrating in the oral cavity, free from disagreeable taste and suitable for 
administering to aged persons. 

SOLUTION: This preparation is prepared by uniformly mixing a drug with a carrier, suspending 
the mixture in a solvent which does not dissolve the drug, casting the suspension in a mold and 
freeze-drying the product. A preparation having low density and easily disintegrating in the oral 
cavity can be prepared by this method. The preparation is quickly disintegrated in the oral cavity 
without using water, free from the discomfortable rough feeling to the tongue by disintegration and 
is swallowable together with saliva. 
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[Claim(s)] 

[Claim 1] Collapse pharmaceutical preparation in the oral cavity containing the drug which has 
dysuria and the therapy activity of the disease relevant to it. 

[Claim 2] Collapse pharmaceutical preparation in the oral cavity according to claim 1 obtained by 
drying with a freeze drying method after the drug which has dysuria and the therapy activity of 
the disease relevant to it being poorly soluble, and making the drug made into an active principle 
add support, making this drug **** with the solvent which this drug does not dissolve, slushing 
into a mold and casting. 

[Claim 3] Collapse pharmaceutical preparation in the oral cavity according to claim 2 
characterized by the drug which is poorly soluble being a drug which has an unpleasant taste. 
[Claim 4] Collapse pharmaceutical preparation in the oral cavity according to claim 1 
characterized by the drug which has dysuria and the therapy activity of the disease relevant to it 
being YM-905. 

[Claim 5] Collapse pharmaceutical preparation in the oral cavity according to claim 1 
characterized by the drug which has dysuria and the therapy activity of the disease relevant to it 
being Naftopidil. 

[Claim 6] Collapse pharmaceutical preparation in the oral cavity according to claim 5 
characterized by the decay time in the JP disintegration test to which this collapse 
pharmaceutical preparation in the oral cavity used water for test fluid being less than 30 seconds. 
[Claim 7] Collapse pharmaceutical preparation in the oral cavity according to claim 5 or 6 
characterized by for the particle size of the Naftopidil which is a drug being 0.4-105 micrometers 
substantially, and the moisture in pharmaceutical preparation being less than 10%. 
[Claim 8] Collapse pharmaceutical preparation in the oral cavity according to claim 5 this whose 



collapse pharmaceutical preparation in the oral cavity is characterized also by including support 
besides Naftopidil and gelatin. 

[Claim 9] Collapse pharmaceutical preparation in the oral cavity according to claim 7 or 8 
obtained by drying after making the drug which this collapse pharmaceutical preparation in the 
oral cavity makes an active principle add support, making this drug **** with the solvent which 
this drug does not dissolve, slushing into a mold and casting. 

[Claim 10] Collapse pharmaceutical preparation in the oral cavity according to claim 9 whose 
desiccation approach of this collapse pharmaceutical preparation in the oral cavity is 
characterized by being freeze drying. 

[Claim 11] Collapse pharmaceutical preparation in the oral cavity according to claim 5 whose 
content of the Naftopidil which is a drug is characterized by being 30 - 95% of the collapse 
pharmaceutical preparation in the oral cavity. 

[Claim 12] The process of the collapse pharmaceutical preparation in the oral cavity 
characterized by drying with a freeze drying method after are the process of the collapse 
pharmaceutical preparation in the oral cavity, and the drug which has dysuria and the therapy 
activity of the disease relevant to it is poorly soluble, and making the drug made into an active 
principle add support, making this drug **** with the solvent which this drug does not dissolve, 
slushing into a mold and casting. 

[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the collapse pharmaceutical preparation in the oral 
cavity containing the drug which has the therapy activity of the disease relevant to the dysuria and 
it suitable for recipe. 
[0002] 

[Description of the Prior Art] The adrenaline alphal acceptor blocker etc. is known as a drug which 
has dysuria and the therapy activity of the disease relevant to it. The adrenaline alphal acceptor 
blocker is widely used as a remedy of the dysuria accompanying essential hypertension, renal 
hypertension, the hypertension by the pheochromocytoma, or prostatic hypertrophy. The indication 
which needs an adrenaline alphal acceptor blocker is taken over a long period of time in many 
cases for chronic disease, and the pharmaceutical preparation of the pharmaceutical form which is 
easy to drink and is easy to deal with it according to a patient's life situation has very high need. 
[0003] Conventionally, as for the drugs used as a drug which has dysuria and the therapy activity of 
the disease relevant to it, the gestalt of a tablet or a capsule is used widely. For example, the tablet 
with which the Naftopidil and terazosin hydrochloride which are an adrenaline alphal acceptor 
blocker, bunazosin hydrochloride, and prazosin hydrochloride contain each as an active principle is 
used for the therapy. Moreover, the capsule which makes tamsulosin hydrochloride and urapidil an 
active principle is also marketed. 

[0004] The large majority of the patient who needs these therapies is elderly people, it is hard to 
understand a tablet or a capsule, and in case it is recipe, the weak patient of the deglutition force 



exists, such as sensing displeasure, like it can use for a throat etc. Moreover, the patient who has to 
refrain from intake of the moisture before sleeping also exists from the problem of urination at 
night. Always carrying water in everyday life furthermore may also have the case where it is 
difficult and it becomes difficult to receive water depending on a situation, and it may be 
inconvenient in a conventional tablet or a conventional capsule. Furthermore, in other 
pharmaceutical forms, for example, powder, and a granule, there is also a case where remain and 
carry out a deglutition into the oral cavity, and displeasure remains in ****** and inner mouth. 
Moreover, by syrups, it is considered the pharmaceutical form made desirable for elderly people, 
and portability is bad, the recipe by measuring has high difficulty, and there is also a trouble that 
recipe of the amount of rights is not expectable. 

[0005] When contained in inner mouth, some conventional techniques of a pharmaceutical form 
which collapse or dissolve promptly are also known. For example, the molding approach of the 
molded tablet which applied powder to the compression side or compression zone front face of a 
molded tablet, and prevented the ball up at the time of compression of a molded tablet before the 
molding approach of the molded tablet characterized by filling up mold with the kneaded object 
which carried out humidity, compressing it, and casting it, and compression molding of a molded 
tablet is indicated by JP,6-218028,A. The hole for tablet molding is filled up with humid fine 
particles, and the tablet manufacturing method which sticks and casts humid fine particles in the 
form of a tablet through a prevention film is indicated by JP,8-19589,A. After making an agar water 
solution suspend the physic matter, a lactose, and a mannitol, filling up the molding pocket of the 
PTP sheet made from polypropylene etc., solidifying the international public presentation number 
WO 93/No. 12769 official report in the shape of jelly and carrying out reduced pressure drying to it, 
the collapsibility pharmaceutical preparation in the oral cavity which carries out the seal of the 
aluminum foil and is used as a PTP article is indicated. 

[0006] The approach of casting by compression with the erythritol of sugar-alcohol, crystalline 
cellulose, or disintegrator is indicated by the international public presentation number WO 98/No. 
02185 official report and JP, 10-1 82436, A. It avoided reduction or using it for the lubricant which 
makes it radical Motohara ** to use it as the porous tablet which has moderate voidage since the 
principle of these approaches contains support like the sugar-alcohol which is easy to be damp in 
water which carries out humidity, casts it by the low pressure and is used as the tablet at the time of 
molding, and is rich in water repellence from the conventional method, and by raising the water 
absorbing power to a tablet aims at rapidly disintegrable acquisition. 
[0007] 

[Problem(s) to be Solved by the Invention] The technical problem which aims at solution by this 
invention is a pharmaceutical form suitable for elderly people's etc. recipe which secures the quality 
of life, and is a pharmaceutical preparation technique for the drug which has dysuria and the 
therapy activity of the disease relevant to it. 
[0008] 

[Means for Solving the Problem] It is using the approach of carrying out the product made from a 
twist to freeze drying, as a result of examining many things about the drug which is poorly soluble, 



using the drug which has dysuria and the therapy activity of the disease relevant to it, in order that 
this invention persons' may solve the above-mentioned trouble. When fast disintegratability was 
obtained also with high content and particle size of a drug was set to 0.4-105 micrometers, there is 
also no feeling of ZARATSUKI and the decay time within the oral cavity which a deglutition is 
smooth and cannot be made by the above-mentioned approach came to invent the manufacture 
approach of less than 10 seconds. That is, this invention is collapse pharmaceutical preparation in 
the oral cavity characterized by containing the drug which has dysuria and the therapy activity of 
the disease relevant to it. 

[0009] The collapse pharmaceutical preparation in the oral cavity of this invention collapses 
quickly within the oral cavity, is pharmaceutical preparation by which a deglutition is carried out 
with saliva, and is distinguished from the hypoglottis agent absorbed in the hypoglottis, without 
taking water specially, and not to absorb this active principle itself substantially in the oral cavity is 
needed. For example, the example which collapses within 5 seconds most preferably less than 10 
seconds especially preferably less than 20 seconds still more preferably [ it is desirable to collapse 
within 30 seconds, for example, although it will not be limited especially if it collapses at an early 
stage, without taking water specially in the oral cavity good / of a tongue /, and ] is given. 
Substantially, in saliva, it does not dissolve but these active principles are understood with saliva 
after that. 

[0010] However, when human saliva has individual difference and it considers as objective 
evaluation, by the Japanese pharmacopoeia disintegration test which used water for test fluid, less 
than 30 seconds of decay time are desirable, and it is mentioned as an example with that still more 
desirable it is less than 20 seconds and especially more desirable still it being less than 10 seconds. 
Although the collapse pharmaceutical preparation in the oral cavity of this invention is solid 
preparations and it is suitable for a moisture content that it is usually 10% or less, it is illustrated 
4% or less of still more preferably 8% or less more preferably. 

[0011] Although especially the configuration of the collapse pharmaceutical preparation in the oral 
cavity of this invention is not limited, since size does not understand, a large thing a little is [ that to 
be easy to hold with a finger and what is necessary is just easy to contain in opening ] still more 
desirable [ be easy to be the configuration of which disc-like radial, and / size ]. For example, in the 
major axis (if disc-like diameter) of 7-22mm, thickness is suitable for l-8mm, and is 8-20mm in 
major axis more preferably, thickness is 1.5-6mm and thickness is illustrated by 2-5mm with the 
major axis of 9-1 8mm still more preferably. 

[0012] The drug which has adrenaline alphal acceptor cutoff activity as a drug which has dysuria 
and the therapy activity of the disease relevant to it, the cholinergic drug, the drug (YM-905) which 
has muscarinic receptor antagonism are known. The drug which has adrenaline alphal acceptor 
cutoff activity controls the organ function governed by adrenaline alphal acceptor, and is an 
effective antagonist which shows high compatibility to adrenaline alphal acceptor of a prostate 
gland in more detail, and contraction of a prostate gland and an urethra smooth muscle is controlled 
by easing tensions of the sympathetic nerve distributed over an urethra and a prostate gland. 
[0013] Specifically, Naftopidil, tamuslosin, terazosin, bunazosin, urapidil, MOKISHISHIRJTO, 



doxazosin, ARUFUZOSHDSf, UPIDOSHIN, metazocine, FIDEYUKUSOSHIN, in DORAZOSHIN, 
KMD-3213, these salts, etc. are mentioned. In this invention, especially desirable things are 
Naftopidil, prazosin hydrochloride, and urapidil. It is mentioned as an example with especially 
more desirable still Naftopidil. 

[0014] Naftopidil is chemical name [4-{2-methoxypheny) piperazinyl]-3-(l-naphthyloxy) 
propane-2-oar, and the patent in Japan of Naftopidil is indicated as "a process of a 
H3Knaphthoyl-oxy-)-2-hydroxy-propyl]-piperazine-derivative" to the patent application public 
notice Showa 60-29712. Moreover, it is indicating for the application of the dysuria therapy in the 
prostatic hypertrophy which used Naftopidil and its salt for JP,6-2673,B. 

[0015] Naftopidil is an effective antagonist which shows high compatibility to alpha 1 acceptor of a 
Homo sapiens prostate gland, and controls contraction of a prostate gland and an urethra smooth 
muscle by easing tensions of the sympathetic nerve distributed over an urethra and a prostate gland. 
Moreover, in many clinical approaches, it is proved that an improvement operation is shown to the 
dysuria accompanying prostatic hypertrophy, and Naftopidil is already put on the market as the 
tablet for taking orally, i.e., a Naftopidil lock. To the adult of the dysuria accompanying 
prostatomegaly, a Naftopidil lock begins administration from 25mg once per day as Naftopidil, 
when effectiveness is inadequate, spacing of one - two weeks is set and it increases gradually to 
50-75mg, and taking once per day is set up from the clinical test result. Prazosin hydrochloride is a 
chemical name l-{4-amino ^ 7-dimethoxy-2-chinae-cortex ZORINIRUM-{2-furanyl carbonyl) 
piperazine. It is hydronalium chloride. 2ndalpha blocker study group magazine P. — the adult of the 
dysuria accompanying [ the effectiveness of the dysuria therapy in prostatic hypertrophy be 
indicated by 121, 1984, and the medical treatment journal company, and ] prostatomegaly — 
administration is begun day from M.5mg (2-3 times per 0.5mg [ per time ] day) per, when 
effectiveness is inadequate, spacing of one - two weeks is set and it increases gradually to 1.5-6mg, 
and taking 2 to 3 times per day is set up. 

[0016] Urapidil is chemical name 6-[[3-[4-(omicron-TOethoxypheny)-14 > IPERAZONIRU] propyl] 
amino]-l and 3-dimethyl uracil. The effectiveness of the dysuria therapy in prostatic hypertrophy is 
indicated by the urinary -organs surgery R267, 6(3), and 1993, and administration is begun from 
adult 1 day 30mg of the dysuria accompanying prostatomegaly, when effectiveness is inadequate, 
spacing of one - two weeks is set and it increases gradually to 60-90mg per day, and taking to a bis 
die is set up. 

[0017] Especially the dysuria accompanying prostatomegaly is seen by the adult man, and the 
generating is seen from 40 years-old time, and increases with aging, and by 70 years-old cost, a 
peak is reached and let about 20% be the object of a therapy in 65 or older-year elderly people. 
Moreover, the powder which passes 150-micrometer screen as poor solubility in this invention is 
put in into 1000ml purified water, and what is 20**5 degrees C, and is dissolved only less than lg 
within 30 minutes when shaking for 30 seconds strongly every 5 minutes is mentioned as a 
desirable example. It is a property useful for being able to suspend and use especially the poorly 
soluble matter, freeze-drying, and forming the tablet's matrix. 

[0018] When it is the drug which has the adrenaline alpha 1 acceptor cutoff activity of this invention, 



and has a still more unpleasant taste as a drug which is poorly soluble, it is the pharmaceutical 
preparation which does not sense the unpleasant taste more, and the point which can be made, and 
still more desirable effectiveness is given. As an unpleasant taste, typically, bitterness is illustrated, 
for example, Naftopidil can mention as a typical example. About Naftopidil, 25mg - 75mg is 
suitable for the content in 1 lock. 

[0019] all are the particle size of 105 micrometers or less substantially [ in order for the particle 
size of the above-mentioned drug to attain the effectiveness of being hard to sense a feeling of 
ZARATSUKI in inner mouth, sense of incongruity, etc. / a drug ] — 89 micrometers or less are 74 
micrometers still more preferably more preferably. Producing a problem was checked when having 
carried out from the effectiveness of reduction of a feeling of ZARATSUKI, or sense of incongruity, 
and it had a taste with an unpleasant drug especially, although especially the minimum was not 
made into the problem, and particle size was too small. 

[0020] Therefore, as for usual, 1.2 micrometers or more 0.8 micrometers or more 0.4 micrometers 
or more are illustrated still more preferably preferably. The grinding object obtained after having 
meant that the most was contained, for example, choosing the conditions of a grinder appropriately 
and pulverizing them, when the particle size distribution of a grinding object is measured as it is 
substantial is contained. Moreover, it is 4-30 micrometers to the pan which is 3-35 micrometers 
more preferably preferably [ it is desirable that it is within the limits of 1-40 micrometers, and ] as 
mean particle diameter of the particle of a drug. 

[0021] In order to make a drug into the above-mentioned particle size, the approach of arranging 
particle size by the screen, the method of arranging particle size with a membrane filter, the 
approach of pulverizing by the proper approach, etc. are illustrated. Although neither the approach 
of pulverizing nor especially the grinder used in that case is limited, use of a pin mill grinder, a ball 
mill grinder, and a hammer mill grinder is suitable, for example. A service condition etc. measures 
the particle size created suitably, and should just determine it. Although what is necessary is for the 
weight of drugs just to adjust suitably the amount by which the drugs whose **** pharmaceutical 
preparation in the oral cavity about this invention is an active principle are contained in 
pharmaceutical preparation, 1 -95% of its collapse pharmaceutical preparation in the oral cavity is 
desirable. It is possible to ** pharmaceutical preparation which can cheat out of an active principle 
to high content about Naftopidil, 30-95% has the desirable content of pharmaceutical preparation, 
is 40 -95% more preferably, and holds the description of the **** agent in the oral cavity at 50 - 
95% still more preferably, and the pharmaceutical preparation of Naftopidil tends [ especially / 
further ] to take. This collapse pharmaceutical preparation in the oral cavity of a high content can 
be more easily prepared, when adjusting Naftopidil by the freeze-drying approach as 
below^nentioned. 

[0022] Although not limited that what is necessary is to just be included [ especially ] by the 
business with pharmaceutical preparation above-mentioned [ the manufacture approach of the 
collapse pharmaceutical preparation in the oral cavity of this invention ], support is added to a drug 
and it mixes to homogeneity, and after slushing into a regime the suspension made to suspend with 
a solvent and casting it, reduced pressure drying, draught drying, or the approach manufactured by 



carrying out a microwave exposure is mentioned. After slushing into a regime the suspension which 
added support to the drug, mixed to homogeneity, and was made to suspend with a solvent 
especially and casting it, the collapse pharmaceutical preparation in the oral cavity of this invention 
prepared by the approach manufactured by freeze-drying Since the degradability within the oral 
cavity is easy to be attained, the one where a pharmaceutical preparation consistency is smaller is 
suitable for a pharmaceutical preparation consistency in 80-300mg/ml, and is 100-280mg/ml more 
preferably, and it is 120-250mg/ml still more preferably. 

[0023] moreover, pharmaceutical preparation with decay time very short [ the collapse 
pharmaceutical preparation in the oral cavity of this invention prepared by this method ] — 
preparation — possible — as the decay time — for example — less than 5 seconds or less than 2 
seconds are illustrated very preferably less than 10 seconds preferably less than 30 seconds, as for 
pH of saliva, there being much fluctuation and changing with neutrality - alkalescence (pH 6-7) is 
said by individual difference and condition — **** (a medicine great dictionary, Nanzando) — 
when it collapses, the drug of a property which does not dissolve by pH of saliva is suitable for the 
collapse pharmaceutical preparation in the oral cavity of this invention. 

[0024] The collapse pharmaceutical preparation in the oral cavity of this invention will not be 
limited especially if it is the drugs with which the drug effect to the disease relevant to dysuria and 
it is expected. Dysuria is divided into the discharge failure to which the failure of the urinary 
discharge is carried out, and the urine collection failure to which the failure of the urinary reservoir 
is carried out. Moreover, as a disease relevant to dysuria, renal dysfunction, such as renal failure, 
etc. is raised, for example. Moreover, if drugs are adrenaline alpha 1 acceptor cutoff activator, the 
therapy of the dysuria accompanying the hypertension and the prostatic hypertrophy by essential 
hypertension, renal hypertension, and the pheochromocytoma etc. or the application as preventive 
will also be illustrated. Especially when the adrenaline alpha 1 acceptor cutoff activator is 
Naftopidil, the therapy of the dysuria accompanying prostatic hypertrophy etc. or preventive is 
illustrated. 

[0025] The suitable support for a drug is added as a manufacturing method of the collapse 
pharmaceutical preparation in the oral cavity of this invention, and it mixes to homogeneity, and 
after slushing into a regime the suspension made to suspend with a solvent and casting it, the 
approach manufactured by drying is mentioned. It is desirable that it is the matter permitted 
pharmacologically removable easily as a solvent, for example, water, ethanol, an acetone, and 
isopropyl alcohol are mentioned. Water is suitable more preferably. As the desiccation approach in 
this method, the freeze-drying method is illustrated preferably. 

[0026] others — as the desiccation approach — reduced pressure drying and draught drying — a 
microwave exposure can also be carried out. As support used, an excipient, a matrix shaping 
assistant, or other support are illustrated. A saccharide or sugar-alcohol with the solubility high as 
an excipient and over water and the good shaping condition after freeze drying is mentioned as a 
suitable example, and grape sugar, fruit sugar, a lactose, white soft sugar, a mannitol, a sorbitol, 
xylitol, erythritol, trehalose, etc. are still more specifically mentioned. 

[0027] As a matrix shaping assistant for holding a matrix, a water soluble polymer is suitable and 



gelatin, an agar and an alginic acid, sodium alginate, KITANSANGAMU, gummi arabicum 
pulveratum, hydroxypropylcellulose, the hydroxypropyl methylcellulose, a polyvinyl pyrrolidone, 
partial saponification polyvinyl alcohol, methyl cellulose, a pullulan, partial pregelatinized starch, 
etc. are mentioned, for example. Although the gelatin used for this invention has a cow, a pig, the 
fish origin, etc. and its all are usable, the thing of the fish origin at the point on insurance is 
desirable. 

[0028] Moreover, you may be any of A type by which hydrolysis processing was carried out in the 
acid field, and B type by which hydrolysis processing was carried out in the alkaline field. As a 
sweetening agent, Aspartame (trademark), saccharin, glycyrrhizin, etc. are raised and lemon, 
Orange, a pineapple, a mint, menthol, etc. are raised as perfume. Moreover, surface active agents, 
such as non-ion system surface active agents, such as anion system surface active agents, such as 
sodium alkylsulfate, sucrose fatty acid ester, polyoxyethylene sorbitan fatty acid ester, 
polyoxyethylene fatty acid ester, and a polyoxyethylene-castor-oil derivative, can be added for the 
purpose of [ of the dispersibility of suspension ] an improvement. 

[0029] furthermore, as for pH of saliva, there being much fluctuation and changing with neutrality - 
alkalescence (pH 6-7) is said by individual difference and condition (a medicine great dictionary — ) 
Since the drug of a property which does not dissolve by pH of saliva is suitable for the collapse 
pharmaceutical preparation in the oral cavity of this invention when Nanzando collapses, 
depending on the case pH regulators, such as organic acids, such as a glycine, a sodium 
hydrogencarbonate, calcium hydrogenphosphate, dibasic sodium phosphate, an acetic acid, a 
succinic acid, a tartaric acid, and a citric acid, or salts of those, can also be used. One sort of 
above-mentioned support or more than it can be used for this process. 
[0030] 

[Embodiment of the Invention] Although an example is raised to below and this invention is 

explained to it in detail, these do not limit this invention. 

[0031] 

[Example 1] The oscillating-type screen part machine (MS-200, ITOH) sifted out the end of 
Naftopidil Hara using the screen (140 meshes of JIS) of 106 micrometers of openings, and the end 
of Naftopidil classification the screen was passed was obtained, the end of this classification — 
water — adding — 20% of suspension — carrying out — the membrane filter (eye SOPOA HT, 
Millipore Corp. make) of 0.4 micrometers of apertures — use unenthusiastically. The residue on the 
membrane filter of 0.4 micrometers of apertures was taken, it dried using the vacuum dryer 
(VOCM00D, product made from EYELA), and the end of 0.4-1 05-micrometer Naftopidil 
classification was obtained. 

[0032] Gelatin 0.14g (S-B175, product made from NIPPI) and O.lg (Towa formation Mannite P, 
shrine make) of D-mannitol were added to 5.76g of purified water put into 10ml beaker, and it 
heated and dissolved in about 50 degrees C, stirring with a stirrer. It cooled at 25 degrees C after 
the dissolution, lg was gradually added with the spatula after 0.4-105-micrometer Naftopidil 
classification, stirring this solution with a stirrer. 350mg of dispersion liquid was added with the 
manual distributive-pouring machine in the pocket of the blister pack which used vinylchloride 



resin as intima, stirring with a stirrer and distributing homogeneity. It dried after freezing and using 
a vacuum freeze dryer (the trio master A04, the Kyowa vacuum-technology company make) at -70 
degrees C after distributive pouring, and pharmaceutical preparation was obtained. 
[0033] 

[Example 2] The end of Naftopidil Hara was ground using the pin mill grinder (63C, product made 
from ARUPINE). The oscillating-type screen part machine (MS-200, ITOH) sifted out this article 
using the screen (200 meshes of JIS) of 75 micrometers of openings, and the end of Naftopidil 
classification the screen was passed was obtained, the end of this classification - water - adding - 
20% of suspension - carrying out - the membrane filter (eye SOPOA RT, Millipore Corp. make) 
of 1.2 micrometers of apertures - use unenthusiastically. The residue on the membrane filter of 1.2 
micrometers of apertures was taken, it dried using the vacuum dryer (VOCM00D, product made 
from EYELA), and the end of 1.2-74-micrometer Naftopidil classification was obtained. 
Pharmaceutical preparation was obtained by the approach of an example 1 below. 
[0034] 

[The example 1 of a comparison] Water was added in the end of Naftopidil Hara, and it considered 
as 20% of suspension, and ground for 60 minutes using the bead mill grinder (a DYNO-MILL 
PILOT mold, product made from Willy A.Bachofen). this suspension - the membrane filter (eye 
SOPOA HT, Millipore Corp. make) of 0.4 micrometers of apertures — use unenthusiastically. Use 
the membrane filter (eye SOPOA VC, Millipore Corp. make) of 0.1 micrometers of apertures for 
this filtrate unenthusiastically. The residue on the membrane filter membrane filter of 0.1 
micrometers of apertures was taken, it dried using the vacuum dryer (VOC^OOD, product made 
from EYELA), and the end of 0.1-O.3-micrometer Naftopidil classification was obtained. 
Pharmaceutical preparation was obtained by the approach of an example 1 below. 
[0035] 

[The example 2 of a comparison] The oscillating-type screen part machine (MS-200, ITOH) sifted 
out the end of Naftopidil Hara using the screen (100 meshes of JIS) of 150 micrometers of 
openings, and the screen (140 meshes of JIS) of 106 micrometers of openings, and the end of 
106-149-micrometer Naftopidil classification was obtained. Pharmaceutical preparation was 
obtained by the approach of an example 1 below. 
[0036] 

[Test Example(s)] In order to explain the effectiveness of this invention in more detail, the 
following tablet properties were measured about the pharmaceutical preparation obtained in the 
example. 

Decay time by the JP disintegration test: It measured according to the disintegration test indicated 
by the 14th amendment of a Japanese pharmacopoeia. Six pharmaceutical preparation was taken, 
test fluid was used as water, and the decay time of pharmaceutical preparation was measured. (An 
accessory plate is not used) 

Decay time in the oral cavity: Time amount after the tongue has described lightly, until 
pharmaceutical preparation collapses without choosing ten healthy adult men as a panelist, and 
biting within the oral cavity (second) 



Evaluation of the taste: Ten healthy adult men were chosen as a panelist, and the tongue estimated 
the bitterness in the condition of having touched lightly, without biting within [ after taking 
pharmaceutical preparation ] the oral cavity. 

bitter : - evaluation [ of the feeling of .zero point ZARATSUKI which does not sense bitterness 
two points and a little bitter :1 point ]: -ten healthy adult men were chosen as a panelist, and the 
tongue estimated the feeling of ZARATSUKI in the condition of having touched lightly, without 
biting within the oral cavity. 

rough : - a little rough result obtained rough^deposiHess : 0 point is averaged 1 point 2 point, and 
it is shown in Table 1. 
[0037] 
[Table 1] 
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[0038] 

[Effect of the Invention] As explained above, the drug which has dysuria and the therapy activity of 
the disease relevant to it is the outstanding collapse pharmaceutical preparation in the oral cavity 
which can be promptly swallowed with saliva, without this invention's collapsing to ** by inner 
mouth, and sensing a feeling of ZARATSUKI, sense of incongruity, and bitterness in inner mouth 
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